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Arg lie Tyr Lys Gly Val lie Gin Ala lie Gin Lys Ser Asp Glu Gly 
1 5 10 15 

His Pro Phe Arg Ala Tyr Leu Glu Ser Glu Val Ala lie Ser Glu Glu 
20 25 30 

Leu Val Gin Lys Tyr Ser Asn Ser SEQ ID NO:l 
35 40 

lie Gin Lys Ser Asp Glu Gly His Pro Phe Arg Ala Tyr Leu Glu Ser 
15 10 15 

Glu Val Ala He Ser Glu Glu Leu Val SEQ ID NO: 2 

20 25 

Arg Ala Tyr Leu Glu Ser Glu Val Ala He Ser Glu Glu Leu Val Gin 
15 10 15 

Lys Tyr Ser Asn Ser Ala Leu Gly His SEQ ID NO: 3 

20 " 25 

Ser Glu Glu Leu Val Gin Lys Tyr Ser Asn Ser Ala Leu Gly His Val 
1 5 10 15 

Asn Cys Thr He Lys Glu Leu Arg Arg SEQ ID NO: 4 

20 25 

Ala Leu Gly His Val Asn Cys Thr He Lys Glu Leu Arg Arg Leu Phe 
15 10 15 

Leu Val Asp Asp Leu Val Asp Ser Leu SEQ ID NO: 5 

20 25 

Arg He Tyr Lys Gly Val He Gin Ala He Gin Lys Ser Asp Glu Gly 
15' .10 15 

His Pro Phe Arg Ala Tyr Leu Glu Ser Glu Val Ala He Ser Glu Glu 
20 25 30 

Leu Val Gin Lys Tyr Ser Asn Ser SEQ ID NO: 6 
35 40 

Phe Arg He Tyr Lys Gly Val He Gin Ala He Gin Lys Ser Asp Glu 
1 5 " 10 15 

Gly His Pro Phe Arg Ala Tyr Leu Glu Ser Glu Val Ala He Ser Glu 
20 25 30 

Glu Leu Val Gin Lys Tyr Ser Asn Ser Ala Leu Gly His Val Asn Cys 
35 40 45 

Thr He Lys Glu Leu Arg Arg Leu Phe Leu Val Asp Asp Leu Val Asp 
50 55 60 

Ser Leu SEQ ID NO: 7 
65 



FIG. 5 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/059515 



PCT/US2004/042255 



?IG. 6 6/12 

*et Lys Arg Ala Ser Ala Gly Gly Ser Arg Leu Leu Ala Trp Val Leu 
15 18 15 

Trp Leu Gin Ala Trp Gin Val Ala Ala Pro Cys Pro Gly Ala Cys Val 
20 25 J * 30 

-ys Tyr Asn Glu Pro Lys Val Thr Thr Ser Cys Pro Gin Gin Gly Leu 
35 40 45 

31n Ala Val Pro Val Gly lie Pro Ala Ala Ser Gin Arg lie Phe Leu 
5U 55 60 

iis Gly Asn Arg He Ser His Val Pro Ala Ala Ser Phe Arg Ala Cys 
65 70 75 B0 

\rg Asn Leu Thr lie Leu Trp Leu His Ser Asn Val Leu Ala Arg He 

85 90 95 

\sp Ala Ala Ala Phe Thr Gly Leu Ala Leu Leu Glu Gin Leu Asp Leu 
lOO 105 110 

Ser Asp Asn Ala Gin Leu Arg Ser Val Asp Pro Ala Thr Phe His Gly 
115 120 125 

jeu Gly Arg Leu His Thr Leu His Leu Asp Arg Cys Gly Leu Gin Glu 
13U 135 140 

Jeu Gly Pro Gly Leu Phe Arg Gly Leu Ala Ala Leu Gin Tyr Leu Tvr 
145 150 155 160 

Jeu Gin Asp Asn Ala Leu Gin Ala Leu Pro Asp Asp Thr Phe Arg Asp 

165 170 175 

jeu Gly Asn Leu Thr His Leu Phe Leu His Gly Asn Arg lie Ser Ser 
180 185 190 

7a 1 Pro Glu Arg Ala Phe Arg Gly Leu His Ser Leu Asp Arg Leu Leu 
195 20O 205 

^eu His Gin Asn Arg Val Ala His Val His Pro His Ala Phe Arg Asp 
2lO 215 220 

^eu Gly Arg Leu Met Thr Leu Tyr Leu Phe Ala Asn Asn Leu Ser Ala 
225 230 235 240 

^eu Pro Thr Glu Ala Leu Ala Pro Leu Arg Ala Leu Gin Tyr Leu Arg 
245 250 * 255 

jeu Asn Asp Asn Pro Trp Val Cys Asp Cys Arg Ala Arg Pro Leu Trp 
260 26B ~ 270 

^la Trp Leu Gin Lys Phe Arg Gly Ser Ser Ser Glu Val Pro Cys Ser 
275 . 280 285 

jeu Pro Gin Arg Leu Ala Gly Arg Asp Leu Lys Arg Leu Ala Ala Asn 
290 295 3 0 U 

ksp Leu Gin Gly Cys Ala Val Ala Tlir Gly Pro Tyr His Pro He Trp 
>05 310 . 315 32D 

Thr Gly Arg Ala Thr Asp Glu Glu Pro Leu Gly Leu Pro Lys Cys Cvs 
325 330 335 

:ln Pro Asp Ala Ala Asp Lys Ala Ser Val Leu Glu Pro Gly Ara Pro 
340 345 356 

kla Ser Ala Gly Asn Ala Leu Lys Gly Arg Val Pro Pro Gly Asp Ser 
355 350 365 

>ro Pro Gly Asn Gly Ser Gly Pro Arg His He Asn Asp Ser Pro Phe 
3 70 375 380 ~ 

?ly Thr Leu Pro Gly Ser Ala Glu Pro Pro Leu Thr Ala Val Arg Pro 
85 390 395 3 400 

flu Gly Ser Glu Pro Pro Gly Phe Pro Thr Ser Gly Pro Arg Arg Arg 
405 410 415 

>ro Gly Cys Ser Arg Lys Asn Arg Thr Arg Ser His Cys Arg Leu Gly 
420 425 ~ 430 

an Ala Gig Ser Gly Gly Gly Gl^ Thr Gly Asp Ser Glu Gly Ser Gly 

>la Leu Pro Ser Leu Thr Cys Ser Leu Thr Pro Leu Gly Leu Ala Leu 
450 455 460 

al Leu Trp Thr Val Leu Gly Pro Cys SEQ ID NO: 8 
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Met Lys Axe Ala Ser Ser Gly Gly Ser Arg Leu Leu Ala Trp Val Leu 
x 5 10 15 

Trp Leu Gin Ala Trp Arg Val Ala Thr Pro Cys Pro Gly Ala Cys Val 

Cys Tyr Asn Glu Pro Lys Val Thr Thr Ser Cys Pro Gin Gin Gly Leu 
J 3 4 O 4 5 

Gln A in Val Paro Thr G1 y x it Pro Ala Ser Ser Gin Arg lie Phe Leu 
oo 55 60 

His Gly Asn Arg He Ser His Val Pro Ala Ala Ser Phe Gin Ser Cys 
6 5 70 75 60 

Arg Asn Leu Thr lie Leu Trp Leu His Ser Asn Ala Leu Ala Arg He 

85 90 95 

Asp Ala Ala Ala Phe Thr Gly Leu Thr Leu Leu Glu Gin Leu Asp Leu 
lOO 105 HO 

Ser Asp Asn Ala Gin Leu His Val Val Asp Pro Thr Thr Phe His Gly 

120 125 

Leu Gly His Leu His Thr Leu His Leu Asp Arg Cys Gly Leu Arg Glu 
13U 135 liO 

Leu Gly Pro Gly Leu Phe Arg Gly Leu Ala Ala Leu Gin Tyr Leu Tyr 
14S ISO 155 160 

Leu Gin Asp Asn Asn Leu Gin Ala Leu Pro Asp Asn Thr Phe Arg Asp 
» 165 170 175 

Leu Gly Asn Leu Thr His Leu Phe Leu His Gly Asn Arg He Pro Ser 
180 185 ^ 190 

Val Pro Glu Hie Ala Phe Arg Gly Leu His Ser Leu Asp Arg Leu Leu 
195 200 205 

Leu 9^ Gln Asn His Val Ala Arg Val His Pro His Ala Phe Arg Asp 
2J.O 215 220 

Leu Gly Arg Leu Met Thr Leu Tyr Leu Phe Ala Asn Asn Leu Ser Met 
2-at> 230 235 240 

Leu Pro Ala Glu Val Leu Met Pro Leu Arg Ser Leu Gln Tyr Leu A'rq 

245 250 255 

Leu Asn Asp Asn Pro Trp Val Cys Asp Cys Arg Ala Arg Pro Leu Trp 
260 26B 270 

Ala Trp Leu Gln Lys Phe Arg Gly Ser Ser Ser Glu Val Pro Cys Asn 

275 .280 285' 

Leu ?qS Gln ^9 Leu Ala As© Arg Asp Leu Lys Arg Leu Ala Ala Ser 
290 2 95 3 00 

Asp Leu Glu Gly Cys Ala Val Ala Ser Gly Pro Phe Arg Pro lie Gln 
3° 5 310 315 320 

Thr Ser Gln Leu Thr Asp Glu Glu Leu Leu Ser Leu Pro Lys Cys Cvs 

325 330* 335 

Gln Pro Asp Ala Ala Asp Lys Ala Ser Val Leu Glu Pro Gly Arg Pro 
340 345 350 

Ala Ser Ala Gly Asn Ala Leu Lgs Gly Arg Val Pro Pro Gly Asp Thr 

pjro ?£2 Gl y Asi * Gly Ser Gly Pro Arg His lie Asn Asp Ser Pro Phe 

375 380 

Gly Thr Leu Pro Ser Ser Ala Glu Pro Pro Leu Thr Ala Leu Arg Pro 
385 390 395 ^ 400 

Gly Gly Ser Glu Pro Pro Gly Leu Pro Thr Thr Gly Pro Arg Arg Arg 

405 410 415 

Pro Gly Cys Ser Arg Lys Asn Arg Thr Arg Ser His Cys Arg Leu Gly 
420 3 425 430 r 

Gln Ala Gl^ Ser Gly Ala Ser Gl£ Thr Gly Asp Ala Glu Gly Ser Gly 

Ala Leu Pro Ala Leu Ala Cys Ser Leu Ala Pro Leu Gly Leu Ala Leu 

455 460 



450 



Val Leu Trp Thr Val Leu Gly Pro Cys SEQ ID NO: 
4os 470 
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Met Lys Arg Ala Ser Ala Gly Gly Ser Arg Leu Leu Ala Trp Val Leu 
15 10 15 

Trp Leu Gin Ala Trp Gin Val Ala Ala Pro Cys Pro Gly Ala Cys Val 
20 25 30 

Cys Tyr Asn Glu Pro Lys Val Thr Thr Ser Cys Pro Gin Gin Gly Leu 
35 40 45 

Gin Ala Val Pro Val Gly He Pro Ala Ala Ser Gin Arg He Phe Leu 
50 55 60 

His Gly Asn Arg lie Ser His Val Pro Ala Ala Ser Phe Arg Ala Cys 
65 70 75 80 

Arg Asn Leu Thr lie Leu Trp Leu His Ser Asn Val Leu Ala Arg lie 

85 90 95 

Asp Ala Ala Ala Phe Thr Gly Leu Ala Leu Leu Glu Gin Leu Asp Leu 
100 105 110 

Ser Asp Asn Ala Gin Leu Arg Ser Val Asp Pro Ala Thr Phe His Gly 
115 120 125 

Leu Gly Arg Leu His Thr Leu His Leu Asp Arg Cys Gly Leu Gin Glu 
130 135 140 

Leu Gly Pro Gly Leu Phe Arg Gly Leu Ala Ala Leu Gin Tyr Leu Tyr 
145 150 155 160 

Leu Gin Asp Asn Ala Leu Gin Ala Leu Pro Asp Asp Thr Phe Arg Asp 

165 170 175 

Leu Gly Asn Leu Thr His Leu Phe Leu His Gly Asn Arg He Ser Ser 
180 185 190 

Val Pro Glu Arg Ala Phe Arg Gly Leu His Ser Leu Asp Arg Leu Leu 
195 200 205 

Leu His Gin Asn Arg Val Ala His Val His Pro His Ala Phe Arg Asp 
210 215 220 

Leu Gly Arg Leu Met Thr Leu Tyr Leu Phe Ala Asn Asn Leu Ser Ala 
225 230 235 240 

Leu Pro Thr Glu Ala Leu Ala Pro Leu Arg Ala Leu Gin Tyr Leu Arg 

245 250 255 

Leu Asn Asp Asn Pro Trp Val Cys Asp Cys Arg Ala Arg Pro Leu Trp 
260 265 270 

Ala Trp Leu Gin Lys Phe Arg Gly Ser Ser Ser Glu Val Pro Cys Ser 
275 280 285 

Leu Pro Gin Arg Leu Ala Gly Arg Asp Leu Lys Arg Leu Ala Ala Asn 
290 295 300 

Asp Leu Gin Gly Cys Ala Val Ala Thr Gly Pro Tyr His Pro He Trp 
305 310 315 320 

Thr Gly Arg Ala Thr Asp Glu Glu Pro Leu Gly Leu Pro Lys Cys Cys 

325 330 335 

Gin Pro Asp Ala Ala Asp Lys Ala SEQ ID NO; 10 (Human 1-344) 
340 



SUBSTITUTE SHEET (RULE 26) 



WO 2005/059515 



PCT/US2004/042255 
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Met Lys Arg Ala Ser Ala Gly Gly ser Arg Leu Leu Ala Trp Val Leu 
15 10 15 

Trp Leu Gin Ala Trp Gin Val Ala Ala Pro Cys Pro Gly Ala Cys Val 
20 25 30 

Cys Tyr Asn Glu, Pro Lys Val Thr Thr Ser Cys Pro Gin Gin Gly Leu 
35 40 45 

Gin Ala Val Pro Val Gly lie Pro Ala Ala Ser Gin Arg He Phe Leu 
50 55 60 

His Gly Asn Arg He Ser His Val Pro Ala Ala Ser Phe Arg Ala Cvs 
65 70 75 80 

Arg Asn Leu Thr He Leu Trp Leu His Ser Asn Val Leu Ala Arg He 

85 90 95 

* Asp Ala Ala Ala Phe Thr Gly Leu Ala Leu Leu Glu Gin Leu Asp Leu 
100 105 t no 

Ser Asp Asn Ala Gin Leu Arg Ser Val Asp Pro Ala Thr Phe His Gly 
115 120 125 

Leu Gly Arg Leu His Thr Leu His Leu Asp Arg Cys Gly Leu Gin Glu 
130 135 140 

Leu Gly Pro Gly Leu Phe Arg Gly Leu Ala Ala Leu Gin Tyr Leu Tyr 
145 150 155 160 

Leu Gin Asp Asn Ala Leu Gin Ala Leu Pro Asp Asp Thr Phe Arg Asp 

165 170 175 

Leu Gly Asn Leu Thr His Leu Phe Leu His Gly Asn Arg lie Ser Ser 
180 185 190 

Val Pro Glu Arg Ala Phe Arg Gly Leu His Ser Leu Asp Arg Leu Leu 
195 200 205 

Leu His Gin Asn Arg Val Ala His Val His Pro His Ala Phe Arg Asp 
210 215 220 

Leu Gly Arg Leu Met Thr Leu Tyr Leu Phe Ala Asn Asn Leu Ser Ala 
225 230 235 240 

Leu Pro Thr Glu Ala Leu Ala Pro Leu Arg Ala Leu Gin Tyr Leu Arg 

245 250 255 

Leu Asn Asp Asn Pro Trp Val Cys Asp Cys Arg Ala Arg Pro Leu Trp 
260 265 " 270 

Ala Trp Leu Gin Lys Phe Arg Gly Ser Ser Ser Glu Val Pro Cys Ser 
275 280 285 

Leu Pro Gin Arg Leu Ala Gly Arg Asp Leu Lys Arg Leu Ala Ala Asn 
290 295 300 

Asp Leu Gin Gly Cys Ala SEQ ID NO: 11 (Human 1-310) 

305 310 
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Met Lys Arg Ala Ser Ser Gly Gly Ser Arg Leu Pro Thr Trp Val Leu 
15 10 15 

Trp Leu Gin Ala Trp Arg Val Ala Thr Pro Cys Pro Gly Ala Cys Val 
20 25 30 

Cys Tyr Asn Glu Pro Lys Val Thr Thr Ser Arg Pro Gin Gin Gly Leu 
35 40 45 

Gin Ala Val Pro Ala Gly lie Pro Ala Ser Ser Gin Arg lie Phe Leu 
50 55 60 

His Gly Asn Arg He Ser Tyr Val Pro Ala Ala Ser Phe Gin Ser Cys 
65 70 75 80 

Arg Asn Leu Thr He Leu Trp Leu His Ser Asn Ala Leu Ala Gly He 

85 90 95 

Asp Ala Ala Ala Phe Thr Gly Leu Thr Leu Leu Glu Gin Leu Asp Leu 
100 105 110 

Ser Asp Asn Ala Gin Leu Arg Val Val Asp Pro Thr Thr Phe Arg Gly 
115 120 125 

Leu Gly His Leu His Thr Leu His Leu* Asp Arg Cys Gly Leu Gin Glu 
130 135 140 

Leu Gly Pro Gly Leu Phe Arg Gly Leu Ala Ala Leu Gin Tyr Leu Tyr 
145 150 155 ~ 160 

Leu Gin Asp Asn Asn Leu Gin Ala Leu Pro Asp Asn Thr Phe Arg Asp 

165 170 175 

Leu Gly Asn Leu Thr His Leu Phe Leu His Gly Asn Arg He Pro Ser 
180 185 190 

Val Pro Glu His Ala Phe Arg Gly Leu His Ser Leu Asp Arg Leu Leu 
195 200 205 

Leu His Gin Asn His Val Ala Arg Val His Pro His Ala Phe Arg Asp 
210 215 220 

Leu Gly Arg Leu Met Thr Leu Tyr Leu Phe Ala Asn Asn Leu Ser Met 
225 230 235 240 

Leu Pro Ala Glu Val Leu Val Pro Leu Arg Ser Leu Gin Tyr Leu Arg 

245 250 255 

Leu Asn Asp Asn Pro Trp Val Cys Asp Cys Arg Ala Arg Pro Leu Trp 
* 260 265 " 270 

Ala Trp Leu Gin Lys Phe Arg Gly Ser Ser Ser Gly Val Pro Ser Asn 
275 280 285 

Leu Pro Gin Arg Leu Ala Gly Arg Asp Leu Lys Arg Leu Ala Thr Ser 
290 ~ 295 300 

Asp Leu Glu Gly Cys Ala Val Ala Ser Gly Pro Phe Arg Pro Phe Gin 
305 310 315 320 

Thr Asn Gin Leu Thr Asp Glu Glu Leu Leu Gly Leu Pro Lys Cys Cys 

325 330 335 

Gin Pro Asp Ala Ala Asp Lys Ala SEQ ID NO:. 12 (Rat 1-344) 
340 
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Met Lys Arg Ala Ser Ser Gly Gly Ser Arg Leu Pro Thr Trp Val Leu 
1 ' 5 10 15 

Trp Leu Gin Ala Trp Arg Val Ala Thr Pro Cys Pro Gly Ala Cys Val 
20 25 30 

Cys Tyr Asn Glu Pro Lys Val Thr Thr Ser Arg Pro Gin Gin Gly Leu 
35 ' 40 45 

Gin Ala Val Pro Ala Gly lie Pro Ala Ser Ser Gin Arg lie Phe Leu 
50 55 60 

His Gly Asn Arg lie Ser Tyr Val Pro Ala Ala Ser Phe Gin Ser Cys 
65 70 r 75 80 

Arg Asn Leu Thr lie Leu Trp Leu His Ser Asn Ala Leu Ala Gly lie 

85 90 95 

Asp Ala Ala Ala Phe Thr Gly Leu Thr Leu Leu Glu Gin Leu Asp Leu 
100 105 110 

Ser Asp Asn Ala Gin Leu Arg Val Val Asp Pro Thr Thr Phe Arg Gly 
115 120 125 

Leu Gly His Leu His Thr Leu His Leu Asp Arg Cys Gly Leu Gin Glu 
130 135 140 

Leu Gly Pro Gly Leu Phe Arg Gly Leu Ala Ala Leu Gin Tyr Leu Tyr 
145 150 155 160 

Leu Gin Asp Asn Asn Leu Gin Ala Leu Pro Asp Asn Thr Phe Arg Asp 

165 170 175 

Leu Gly Asn'Leu Thr His Leu Phe Leu His Gly Asn Arg lie Pro Ser 
180 185 190 

Val Pro Glu His Ala Phe Arg Gly Leu His Ser Leu Asp Arg Leu Leu 
195 200 205 

Leu His Gin Asn His Val Ala Arg Val His Pro His Ala Phe Arg Asp 
210 215 220 

% 

Leu Gly Arg Leu Met Thr Leu Tyr Leu Phe Ala Asn Asn Leu Ser Met 
225 230 235 240 

Leu Pro Ala Glu Val Leu Val Pro Leu Arg Ser Leu Gin Tyr Leu Arg 

245 250 255 

Leu Asn Asp Asn Pro Trp Val Cys Asp Cys Arg Ala Arg Pro Leu Trp 
260 265 < 270 

Ala Trp Leu Gin Lys Phe Arg Gly Ser Ser Ser Gly Val Pro Ser Asn 
275 280 285 

Leu Pro Gin Arg Leu Ala Gly Arg Asp Leu Lys Arg Leu Ala Thr Ser 
290 295 300 

Asp Leu Glu Gly Cys Ala SEQ ID NO: 13 (Rat 1-310) 

305 310 
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Arg lie Tyr Lys Gly Val lie Gin Ala lie Gin Lys Ser Asp Glu Gly 
1 5 10 15 

His Pro Phe Arg Ala Tyr Leu Glu Ser Glu Val Ala lie Ser Glu Glu 
20 25 30 

Leu Val Gin Lys Tyr Ser Asn Ser Ala Leu Gly His Val Asn Cys Thr 
35 40 45 

lie Lys Glu Leu Arg Arg Leu Phe Leu Val Asp Asp Leu Val Asp Ser 
50 55 60 

Leu Lys SEQ ID NO: 14 
65 



Arg lie Tyr Lys Gly Val lie Gin Ala lie Gin Lys Ser Asp Glu Gly 
15 10 15 

His Pro Phe Arg Ala Tyr Leu Glu Ser Glu Val Ala lie Ser Glu Glu 
20 25 30 

Leu Val Gin Lys Tyr Ser Asn Ser SEQ ID NO: 15 
35 40 



Arg lie Tyr Lys Gly Val lie Gin Lys Ser Asp Glu Gly His Pro Phe 
15 10 15 

Arg Ala Tyr Leu Glu Ser Glu Val Ala lie Ser Glu Glu Leu Val Gin 
20 25 30 

Lys Tyr Ser Asn Ser SEQ ID NO:: 

35 
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